




August 31,2004 

Dear Colleague, 

We are writingto bring to your attention 8 coalition of inter&ad in~~id~al~ in tha allergy, pulmonary, 
podiatric, pharmaceutical, and lay or$eniration communities that h&s Ueeq formed to address the 
growing problem of substandard pharmacy cbmpounding of rcrrspin%ory mqd!dicatjons for nebulization. 
It is called Consumer Health Alliance for Safe Medicatibn (CHASM). With &iris caaiitian, we will peal 
our resoumes to get the FDA to oversee pharmaceuticai compoundin of r@spirat~ry medications. 
We’re aware of pharmacies making bud&son& and albutafol ~~~~t~n~~ budesonida and 
ipratropium combinations, and combinations of all three fornebutiition. There are no data to 
support the effii of these combinations In outpatictnt settings nor to ass&~re their chemical 
compatibility in solution. Poorly manufactured respiratory agents could m&It in increased 
drug-reMed morbidity and mortality for our asthma patients. Thii could oqur fmm: 

l Toxic&y fram auperqotency 
* Failed raaponses to therapy due to sub-potency 
* Mection from bacte&l of hmgai contamination 
- Respiratory complications from intoierabte levels of endotorin pr other adukarants 

There can be a major liability problem for aNgists. If you @.&horize a au b~tu~o~ for nebulization 
medications and your patient is injut-&, it is you, the attergiiit, that is liable r not the pharmacists who 
do not have any responsibility to dts&s(b risks, to a$sur@ M&y, etc. 

CHASM bellev# that, ,In maklng its cases to the FDA,” it would be Im to obtain letters 
from physicIan who had been ~cx&& by the pharmsc@.a &x~t reubs 
compounded mspirrtery mediutiok, or worse, had R patient.tiha Wrad~88f88UitW# 
thl6 has heppened to ye, QIease wrport it b: 

David Hcwowib, JO 
Dltwtar, Offke of Compliance 
Center for DM Evafuadcm and Research (GDER) 
Foad and Dnq Adminlsbatkm 
11319 RockvilIa Pike 
Room rO5 
Rookvllfs, MD 20852 

Please be sure to copy the AAAAI or the ACM Executive OFae CWI my kqtters you do send. Ail of us 
in the allergy community aria very concerned about the welfqr‘e‘ of our ~a~~~. We must work to 
ensure our patients receive effect&e and safe mad&&ions. 

Sincerely, 

Michael Schatr, MD, MS -,. Miiaet Blaiss, 
FMAAI ACAAI Presidetnt 
AAM President 



A Message from ACAAI Presldent Michael 131aisss, MD: 

The next Issue I want to bring to your attentlon is substandard I;tharmacy 
compounding of respiratory medic&Ions for nebuliratfon. We usually think of 
pharmacy compounding as taking pills and making them into a liquid form for 
children or producing designer creams or ointmcn& for atopic: dermatitis by mixing 
different topical agents. But recently pharmacy compounding has moved into the 
realm of unregulated drug manufacturing with the possibility of producing 
substandard products. It is extremely profitable for the compou ing pharmacists. 
I’m aware of pharmacies making budesonide and a~buterol’com~n~t~ons, budesonide 
and lpmtmpium combinations, and combinations of all three for nebulfzatlon, Poorly 
manufactured respiratory agents could result in increased drug r&tat&d morbidity and 
mortality for our asthma patients, This could occur from: 
* toxicity from super potency 
* failed responses to therapy due to subpotency 
l lnfectlon from bacterial or fungal contamination 
* respiratory compllcatfons from intolerable levels of endotoxin or other adulterants 

Here are some examples of the serious consequences from Gorn~~nding respiratory 
agents for nebulization. In 2Ocl1, Ned-Mart Pharmacy, of Novato, Calif., distributed 
more than 4,000 doses of compounded respiratory drugs ~o~t~~~~~~d with serratia 
bacteria. An investigation by the California Board of Pharmacy and the FDA found the 
pharmacy did not have proper training, equipment or control prledures in place to 
ensure the quality of dosage forms produced, and the testing qf Finished drug 
products was inadequate to ensum, potency, purity and sterilitv. A subsequent 
Warning Letter issued to Mad-Mart by the FDA noted the agency’s &rious concern 
about the publlc hea,ith risks as$oeiated with “large-sea%. ~r~~u~lon of massive 
quantltles of Inhalation solutions without these products being rebuild to meet all 
the iaws and regulations applicable to a drug manufacturer,” The Warning Letter 
further noted that, despite knowledge of the original ~~#rni~&&l~~, the pharmacy 
falled to prevent further adulteration of another lot of drug that @as found to bc 
contaminated with the bacteria Bacillus megaterlum. 

In July 2002, two Florida pharmacists were convicted of Medicarq fraud for their role 
In the iarge~swfe compounding of pdulterated resplratcxy medic&ions by unlicensed 
individuals under unsanitary conditions, During the trial, testimony from an expert 
witness for the defense highlighted larger respiratory compounding operations 
throughout the United States, suggesting the invaslve nature of this practice. 

In March 2003, more than 4,000 iit@rs of purportedly sterile, compounded 
respiratory solutions’ contaminated with Pseudomonas cepatta were distributed to an 
estimated 18,000 vulnerable respiratory patients throughout theOnil&d States, 
Independent Med-4-Home Pharmacy, of Kansas City, MO., impending drugs on 
behalf of national homecare company, l&care, refused to cooper&e with a recall and 
did not alert patients or prescribers to the contamination. Though tihe FDA noted that 
there were no reported lnjurles in &he Mlsd-4-Home case, there tias fimlted 
surveillance and no folfaw-up investigation of exposed cases to a ses$ for morbidity 
or mortality. 

The above information was provided by The Rwpiratory Car@ Board of CafiFornia and 
Sarah Sellers, PharmD, who is working with the Allergy and a 
Network/Mothers of Asthmatics on this issue. In fact, that?? a hearing in the 
near future on Capitol Hill about this major medical problem, as the FDA is loc‘king at 



- 

taking Steps to regain authority to regulate pharmacy compoundin$. Of courSe, the 
compounding pharmacists and their lobbying organization are fighting any changes. 
The College will work with As+NMA and others on this important issue for our 
patients. 

What can you do now? Here are some suggestions from The Wes@iratury Care Board 
of California. 

l Review the 

l Be alert to the potential for unapproved, substandard compound drugs to enter 
drug supply chains without appropriate authorization 

l Report any medication-related adverse reactions, includjng fail& therapies, to the 
FDA MedWatch program, state boards of pharmacy and state &O$T&S of health. 

* Be aware that medically necessary compounded drug products should be fUled on a 
per-prescription basis and should indude a complete disclosure of risk to the padent. 

I believe that if there is any question about your patient’s respiratory medication for 
nebulization, please have it brought to your offtce f& veriflcatjoni Nothing is more 
important than our patient’s safety. 

Michael S. Blalss, M.D. 



New Continuing Educalion Requirements 
The Board has been working with you to strengthen our continuing education (CE) guidelifies and is pleased to report the new 
regulations will go into effect November 1,2003. Ail CE acquired on or after November 1”; must meet the new criteria. 
The new guidelines continue to require a total of 15 hours of CE every two’years with a minlmum d 2X3 (IO hours) being directly 
related to clinical practice [the olher l/3 (5 hours) may be retatad to the ganaral practice of respiratory care]. The most significant 
ChW’IQeS now require courses to be approved of provided by recagnized,entities and limit thb Credit granted for repeating examina- 
tions and courses in connection with’credentials and c@rtificetians 8s noted or!. page 14 

Recognizing Men and Women in Uniform, Board quert$ Your Aid 
It was only earlier this year when our sons, daughters, mothers, fathers and friends were called u~bn to protect our country and 
further our tight ag8lflSt one of the gmteSt threats our country has Svef faced. Terror&m. And they responded. Our men and 
women in uniform honored thstr commtlmer~t to protect and serve our country 

More than 300,000 troops were deployed to the Middle East as part of Oparat~on lraqr Frciss@0m Thousands of reserves were 
catied upon to enter into active combal or assume dutiss on our homeland for the 
others who went into battle. There is no question that all Americans continue ta 
stand united in support of our troops. 
The major combat aparations in Iraq were declared over shortly after Iraqi civilians, 
with assistance from U S, troops and an armored vehicle, toppled a statue of Hussein 
on April 9th. Yet our Marines and soldiers oontinue to be targets of hostile atlacks 
Since March 2CP, when the battles began. over 260 US lfoops have died while defend- 
ing our country. 
WC are all stncerely grateful for every persan in uniform who has defended or is 
dofonding our country this year in the Middle East. The Board would lrke to reoognrze 
and honor every California respiratory thsrapistwha sarved or rs sarVving our country in 
this war, whether the therapist is a full-tima servica man/woman or a reservist. who 
was dcptoyed to lhe fvliddle East or called to duty to oversee homeland operatlons 
during these trying times. 

If you or someone you know fits Lhls description. please contacl Stephanie Nunez, 
Executive Officer es soon as posslbls and lat her know the therapist’s namq and 
contact information (ar your contact Informalton). You esn call Ms. lUunat+H (866) 
3754386 or send her an e-mail: rcbinfa@dca.ca.gov. The Board wbufd like to make a 
very special presentation to these couragaous sarvicd man and women 

Published by the Rersplntov Csro Doard of Callfernia 444 North 3:” Street , Ourte 270, Socromanlo. CA 05614 
‘I’clophonc (016) 323~Om3 Toll-Froc. (866) 375 0366 Fw (916) 323~9%$ E-hM1: rcbmfa@d~a ca.gov Web. www rcb ca gQv 



Pharmacy compounding has hisloCically involved the manipulation of FDA-approved drug,products into alternative dosage 
forms to meet the unique n8eUs of individual patients. For instance, thecompouhdrng of&b&s into a liquid dosage form for 
a pediatric patient is often medicatly necessary and indeed legitimate. But inmassing&, phermscy compounding is moving 
into the fealmS Of unregulated drug m$nufactufing, with the potential to expose+ tiaf$e populations to substandard drug 
Pmducta. This emerging. COntempOfafy compoundrng industry has manufactured. marl&ted and distributed large quantities 
of drugs in the absence of confined potency, purity, or sterility-and in many cases without fult, knowledgeable anu 
express ccnsent of physicians and patients. 
Benefits and w 

Compounding serves a valuable professional role in ca$es where no dosage forms exlsttomaet a patlent’s specific needs 
and expsctod benefits outweigh anticipated and ~nanticipaled risks. In some WSIS, however, financial benetita to pharma- 

cists and providers may be the primary determinant of-compounding, exposing patients to 
Considered rip of the unnecorsary and unacoeptable risks. 
ice&erg by public health Poorly manufactured, unregulated respiratory drugs t~present a serious public health 
officials, recen tiy publicized ‘wncern as they may result in increased drug-reiated~marbidity and mortality, Patients 

cases throughout the US may inadvertently experience: 

involving rtte large scale, Toxicity from super-potency 

substandard ccmptxmding . Failed responses to therapy from sub-potency 
of respiratory drugs raiser . Infection from bactsrial or fungal contaminattian 
concern... . Respiratory complications fmm intolerable lwels of endotaxins or other rduitefants 

Such cOncerns have been heightened by a recent FDA survey which found 
ated for potsncy and purity (1). Throughout the rzuntry. compounded medi 

r compounded drugs evalu- 
ssociated with deaths from 

meningitis, cases of paralysrs. hospitalizations from WXK overdoses, expo 
disease exacerbation due to dangerously sub-potent medications 

ed drug products, end 
Alarmingly, there are‘no current requirements to report 

adverse events associated with compounded drugs-nonetheless, knowh cases of injuri&$ and deaths have surfaced 
gaining broad attention (2.3). 
How widespresd is the problem? Wa really do not know, but public-health experts are ~n~rned. The CDC recently 
recommended that physicians consider cxposurc to substandard, eompou 
following spcnat or intra-erticuiar injectrone (4}. CRC further wutioned that 
purchasing compounded drugs (4). mandating diligence and caution in dru 
venent ar!uisifion of substandard products. 

Resbiratorv Cot3)Bustry 
Considered tip of the iceberg by public health officials, rocontly publi&ed casas throcgheut the US involving the largs 
scale, substandard compounding of respiratory drugs raises concarn 
Case 1 In 2001 I Med-Mart pharmacy, IOceted in Novato, Califomre issued a Ciaos I i-e 11 dt thousands of doses of corn- 
pounded respiratory medicalions distributed to managed care patients that were discovered to be contamrnstad with 
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serratia liquifOf‘minsS A subsequenr Wamlng tetler cssued to Med-Marl by th8 FDA note@ the agency’s serious contern 
about the pubiic healtn risks associated with “large-scste production of massive ~uaiItHi~s of inhalation solutions wilhout 
these products Peing requtred to meet all the laws and regulations applicebllr to a drug ri?anufacturer” (5). ARera joint 
inspectlon with the California Board of Pharmacy and the FDA found ihe pharmacy did net have proper trabning, equip- 
merit or control procedures in place to ensure the quality of dosage forms produced snd:t@tifig of Rnishad drug products 
was inadequate, to ensure po&3ncy, purity and sterility, the pharmacyis next lot of drug pi’oducad, oftor tho Sarratia 
liquifaciens contaminated lots wt3re detacted, containad another cont;tmir@nt, Bacillue &egatertum (5). 

Case 2 Two Florida pharmacists were convicted of,Medicare fraud in July of 2002 for their i-018 +n the large 8cala 
compoundlng of adulterated respiiatory medications by unlicerlsad individuals under unSanilary conditions. During the 
trial, testimony from an expert witness for the defense highligltted Isrgeiraspiratory com&ounding operations througfiout 
the US, suggosting the invasive nature of this practice. 
Case 3: MeU-b-Home Pharmacy in Kansas City, Missouri recently distributad mare thar7 1.3 milllon doses of corn- 
pounded albuterol and ipratropium solution far nebulization to an estimated 18,000 patia$s nationwid&-the purportedly 
sterile drugs were contaminated with Pseudomonas cepacia (6) The Missouri State &.xqd~of Pharmacy found &d-4- 
l-tame failed to campletely recall the distributed m&c&ion and did not sdequatefy inform physicians and patients of the 
contamination risk (6) 

C.um@t LCQ~I fmnework 
In April of 2002, the US Supreme Court struck do&n provisions In Federal law that had PiOvlded FDA oversight of phar- 
macy compounding, leaving primary regulatory enfarcement with st&te boar?+ ofphann~cy Mowever, state compound- 
ing regulations are discrepant and in same cases nqnexisrent-today’s patchwork of starte’laws pravidr;s little protection 
to unsuspecting patients who typicatiy believe all drug products are safe, effective and yell regulated by the FDA. 
In California, tha state Bosrd of Pharmacy rocontly introduced now sterile compdunding~~egulations in response to 
doaths from contaminated spinal Qectiona;; however, the new regulalions, though olaerir@ same pubtic health protections 
for poronteri4 products, do nol apply to the compounding of sterile respiratory drugs ’ 

Recognizing the real and growing danger to pati&nt safety posed by unrf&Wated. compaurrded drugs, the FDA has 
expressed concerns that current law Is insufficient to adequately protect public holallh a$d safety. According to Jane 
Axelrad. Associate Director for Policy at the FDA’s Canter for Drug Evatuetion and Reaetasch, the Agenoy plans to issue 
8 new draft guirMnca on compounding for comment. andthat the FDA may seek new &&%3!lQn to regain statutory 
authority to regutate pharmacy compounding. In addition. congressional interest and concsrn is growing in both houses. 

Review the FDA’s Compliance Policy Guide Sec. 460.200 Pharmacy Compoundtrrg ,at: http:lAvww fda.gov/oral 
complianceref&pg/cpgdrg/cpg460-200 html 
Recognize that financial incentives and convenience are inappropriate fedsor 10 campound reSpifctOt’y drugs 

Be alert to the potential far unapproved, substandard compound&d drugs to enter drug supply chsins without appfo- 
priate authorization 

Rttporl. any medication-related adverse event& including failed tharapiffs, to the FDA’s ModWatch program, state 
boards of pharmacy and state boardsaf health. 

Be aware that medically necessary compounded drug products $howld be filled Puquant to a unsoli&ed prescribar’s 
requesl, on a per-preacnption barlb and should include complete disclosure of risk to patients, 

For more information on this issue, ptease contact Sarah Sellers, Pharm 0, The Center for F%armaceutical Safety at 
(&47) 207-0216 or E-Mail: ssellers@jhsph.edu. 
r!4Tsa!ea 
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Recalls of Bulk Chemicrrls for UYO in Pharmacv Compounding 

The quality of bulk actives used in eomlpunding is suspect; pharmacists ycnerallQ do not have the ability to 
test chemicals for identity, potency, purity and/or contnminatian, The recalls noted below B~PI not 
comprehenGve; surveillance of ingrediqts used in compounding is limited. 

April 2003 Mediaca Pharmaceutique: NorfIexacrn 29 gram bottles, Product oont#ned wrong dntg 
grepafloxacin, a drug removed from the mcvket for safety reasons (severe renal &d liver damage). 

August 2000 Hawkins Chemical: Chloroquinc Phosphate: 5,200 grztms shipped N, 9 states packaged VW. 
Product contained wrong drug {clonidine. II potent antihypertensive drug-if used Ssr dwcs consistenr with 
chloroquine oral dosing-life threawning toxicity would liily result). 

January 2000 Spectrum Laboratory: Dihydroergotamine mesylate: unknown q-tip shipped to 8 states. 
Product potentially contsminamd with caphalosporin antibiotic. 

Jarlusry 2000 Meridian Phrumseeuticsls,: 23 active and inactive ingrediena nxallod due to potential 
contamination with penicillin or cepMo.spotin antibiotic: tatai Q 340 containers Wtributed nationwide. 

February 2004 Paddock Labomtariw: Testosterone 1,000 bottles (5 gm) divtributed nationwide. Some 
units contained wrong drug (testosterone Prapionate). 

January 2000 Ah&i L&or&#&s! Cyolosporin; 57.76 kg distributed to 5 states. pmducr failed impurity 
(residual solvent) level. 

April 1999 Mediscn lnc: Liothyronine Sodium: 3.271 mg shipped to 13 stntes PaGkirge date unknown. 
Product contained wrong drug (levothyroxina). 

January 1998 Paddock Laboratories: Polymyrin E Sulfate; 269,s gm to 8 states. ipraduct contained wrong 
suen*, 

Mw 11995 Paddock Laboratories: Hydrcxortisonc. miclanizeil; 1,927 bottles (25 p) distributed 
natiorlally. Product contsined the wrong amount of drug. 

August 1992 Professional Compounding Centers of America: Albuterol SuWc: 8,445 &n distributed 
nationally. Product contained wwng drug (doxttamethwptw hy~~mjd~). 

Sellers updated 6/X 3/03 


